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The prion protein, PrP, is associated with a 
number of neurodegenerative diseases which can 
occur sporadically, by transmission, or through 
inheritance of a mutated gene. Despite the various 
means of acquisition these diseases are unified by the 
presence of protease resistant PrP in the brain of 
affected individuals. The protease resistance is 
correlated with an altered conformation of the PrP; as 
is the case in Alzheimer disease the change seems to 
involve a transition of alpha helical regions to beta 
pleated sheets. The mechanism by which this 
transition occurs and is subsequently propagated is 
unknown. A wide variety of pathogenic mutations in 
PrP have been described which cause GSS, familial 
CJD, and FFI. We created cell lines expressing either 
normal or mutant PrP to study the effect of the 
mutations on the metabolism of PrP. We used a 
homologous system, the human PrP coding sequence 
and the human neuroblastoma cell line Ml7, to 
simplify analysis. Our findings show that the 
mutations can result in altered metabolism of the prion 
protein and that the different mutations have different 
effects. This work was supported by NIH grant AG- 
08992 and AG-08155. 
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